Eicosanoid and gastroprotection by copper derivatives and NDGA.
We investigated the effect of oral administration of graded doses of: nordihydroguaiaretic acid (NDGA), CuNSN, a bis(2-benzimidazolyl)thioether and CuCl2 on ethanol-induced gastric damage in the rat and the role of leukotrienes and prostaglandins in attenuating this damage. In the experiments we determined ex-vivo eicosanoid release in the rat gastric mucosa pretreated with the above-mentioned compounds. The results indicate that the gastric lesion is accompanied by an increase in mucosa-synthesize LTC4, while PGE2 formation remains unchanged. Pretreatment with NDGA, CuNSN and CuCl2, protects the gastric mucosa from damages and reduces the increase in LTC4 mucosal formation. CuNSN and CuCl2 increase the PGE2 release, while NDGA has no effect on this pathway. These results suggest that one of the possible mechanisms of the NDGA protective effect is related to the inhibition of LTC4 formation, while the PGE2 increase in synthesis together with the leukotriene inhibition could contribute to the protective effect of CuNSN and CuCl2.